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Sir: 



AMENDMENT RESPONSE TO APRIL 26, 2002 FINAL OFFICE 
ACTION AND NOTICE OF ASSOCIATE POWER OF ATTORNEY, 
NEW ATTORNEY D OCKET AND CORRESPONDENCE ADDRESS 

This Amendment is submitted in response to April 26, 2002 Final Office 
Action which was issued by the United Status Patent and Trademark Office in 
connection with the above-identified application. The deadline for filing a 
response is April 26, 2002. Therefore, this Amendment is being timely filed. 

Please amend the above-identified application as follows: 
In the Claims: 

Please cancel claims 1-3, 9-11, 27, 31 and 33-39 without prejudice and add the 
following new claims: 
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(New) A method for achieving a synergistic therapeutic effect in a 
lal in need thereof which comprises administering to said mammal 
*unts of at least two therapeutic agents selected from a group consisting of: 

a prenyl -protein transferase inhibitor and 

antineoplastic agent which is a micro tubule-stabilizing agent; 

wherein the Synergistic therapeutic effect is the treatment of cancers of the 
brain, breast, cbion, genitourinary tract, lymphatic system, pancreas, rectum, 
stomach, larynxX liver, lung, prostate, stet histiocytic lymphoma lung 
adenocarcinoma, pmcreatic^cgrcinoma, colo-rectal carcinoma, small cell lung 
cancers and neurolo| 
administration of the pr! 
agent. 




cer whose growth is inhibited by the 
L^l-protein transferase inhibitor and the antineoplastic 



41 . (New) The method a^co^ing to Claim 40 wherein an amount of a prenyl- 
protein transferase inhibitor ano\pTamotaiit of a microtubule-stabilizing agent 
are administered simultaneously. 

42. (New) The method according\to Claim 40 wherein an amount of a 
microtubule-stabilizing agent and an amount of a prenyl-protein transferase 
inhibitor are administered consecutively. 

43. (New) The method according to Claim 4^3t wherein the antineoplastic agent 
is selected from: paclitaxel, epothilone A, epd^iilone B, desoxyepothilone A 
and desoxyepothilone B. 



44. (New) The method according to Claim 40 
transferase inhibitor is selected from: 



lerein the prenyl-protein 



2(S)-Butyl- 1 -(2,3-diaminoprop- 1 -yl)- 1 -( 1 -naphthoyl)pipe^zine; 

1 -(3- Amino-2-(2-naphthylmethyIamino)prop- 1 -yl)-2(S)-butylW-( 1 - 
naphthoy!)piperazine; 
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(S)-Butyl-l - {5-( 1 -(2-naphthylmethyl)]-4,5-dihydroimidazol }methyl-4-( 1- 
naphthoyl)piperazine; 

1 - [5-0\-Benzylimidazol)methyl]-2(S)-butyl-4 -( 1 -naphthoyl)piperazine; 

1 - { 5-[ 1 -(Xnitrobenzyl)] imidazolylmethyl } -2 (S)-butyl-4-( 1 - 
naphthoyl)piperazine; 

1 -(3-Acetamidortaethylnnio-2(R)-aTninoprop- l-yl)-2(S)-butyl-4-( 1 - 
naphthoyl)piperazkie; 

2(S)-Butyl-1 -[2-( 1 -inudazolyl)ethyl]sulfonyl~4-(l -naphthoyl)piperazine; 

2 (R)-Butyl- 1 -imidazoly lM-methyP4-( 1 -naphthoyl)piperazine; 
2(S)-Butyl-4-(l-naphthXl)-V(3-pyridylmethyl)piperazine; 

A V «^ J— 

1 n l-2(S)-butyl-(2(R)-(4^itrobenzypa7nW 
naphthoyl)piperazine; 

1 -(2(R)-Amino-3-hydroxyheptadecyM-2(S)-butyl-4-( 1 -naphthoyl)-piperazine; 

2(S)-Benzyl- 1 -inridazolyl-4-methyl-4-0l-naphthoyl)piperazine; 

l-(2(R)-Amino-3-(3-benzyltbio)propyO-4(S)-butyl-4-(l-naphthoyl)piperazine; 

1 -(2(R)- Amino-3-[3 -(4-nitrobenzylthio)pTo^yl])-2(S)-butyl-4-( 1 - 
naphthoyl)piperazine; 

2(S)-Butyl-l-[(4-imidazolyl)ethyl]^-(l-naphthVl)piperazine; 

2(S)-Butyl- 1 -[(4-imidazolyl)methyl]-4-(l -naphthdyl)piperazine; 

2(S)-Butyl-1-(X 1 -naphth-2-ylmethyl)- lH-imidazol-5Wl)acetyl]-4-(l 
naphthoyl)piperazine; \\ 
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2(S)-Btoy 1- 1 -[( 1 -naphth-2-ylmethyl)- 1 H-imidazol-5-yl)ethyl]-4-( 1 - 
naphthoy%>iperazine; 

1 -(2(R)-Amifto-3-hydroypropyl)-2(S)-butyl-4-( 1 -naphthoyl)piperazine; 
l-(2(R)-Amino-4rhydroxybutyl)-2(S)-butyl-4 -( 1 -naphthoyl)piperazine; 



H2-Amino-3-(2-b 
naphthoyl)piper; 



loxyphenyl)propyl)-2(S)-butyI-4-( 1 - 




l-(2-Ajnrino-3-(2-hydro?^henyl)propyl)-^^ 



1 -[3-(4-imidazolyl)propyl 

2(S)-w-Butyl-4-(2,3-dimet}iylp> 
one; 



( 1 -naphthoyl)-piperazine; 



dazolylmethyl)-piperazin-5- 



2(S)-/i-Butyl - 1 -[ I -(4.c>^obenzyl)^mida2ol-5-ylmethyl]-4-(2,3- 
dimethylphenyl)piperazin-5-one; 

1 -[ 1 -(4<:yanobenzyl)inudazol-5-ylme^ 
methoxyethyl)piperazin-5 -one; 

2(S)-/i-Butyl-4-( 1 -naphthoyl)- 1 -[ 1 -( 1 -napfyhy lmethyl)irnidazol-5-ylmethyl]- 
piperazine; 

2(S)-n-Butyl-4-( 1 -naphthoyl)- 1 -[ 1 «(2-naphthyl v methyl)imidazol-5-ylmethyl]- 
piperazine; 

2(S)-/i-Butyl- J -[ 1 -(4-cyanobenzyl)imidazol«S-ylirt^thyl]-4-(l - 
naphthoy1)piperazine; 

2(S)-«-Butyl- 1 -[ 1 -(4-methoxybenzyl)imidazol-5-ylm^thyl]-4-( 1 - 
naphthoyl)piperazine; 

2(S)-/z-Butyl- 1 -[ 1 -(3-methyl-2-butenyl)imidazo]-5-ylme^yl]-4-( 1 - 
naphthoyl)piperazine; 
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2(S)-/^Butyl- 1-[ !-(4-fluoroben2yl)imidazo1-5-ylmethy1]-4-(l - 
naphthoyDpiperazine; 

2(S)-n-ButyKl -[ I -(4-chlorobenzyl)imidazol-5-yImethyl]-4»( 1 - 
n aphthoy l)piperazine ; 

1 - [ 1 -(4-BroTnobeh2yl)imidazol-5-ylmethyl]-2(S)-n-butyM-( 1 - 
naphthoyl)piperazine; 

2(S)-/i-Butyl-4-( 1 -naphthoyl)- 1-[ 1 -(4-trifluoromethylbenzyl)imidazol- 
5-ylmethyl]-piperazine; 

2(S)-«-Butyl- 1 -[ 1 -(4-me^^b^nzyl)imidazol»S-y1rnethyl]^-( I -naphthoyl)- 
piperazine; 



2(S)-n-Butyl-J-|>(3- 
piperazine; 



)ethylbeh^l)imidaz^5-ylmethy 



1 . [ i -(4-Phenylb^i^l)imidazo^ 
piperazine; 

2 (S)-n-Butyl~4-( 1 -naphthoy!)- 1 - [ 1 -(2-p^enylethyl)imidazol-5-ylmethyl]- 
piperazine; 

2(S)-/i-Butyl-4-( 1 -naphthoyl)- 1 - [ 1 -(4-1xiflu\roniethoxy)imidazol-5- 
ylmethyl]piperazine; 

1 - { [ 1 -(4-cyanobenzyI> 1 H-imidazol-5-yl]acetyl\-2 (S)-«-butyl-4-( 1 - 
naphthoyl)piperazine; 

(S)- 1 -(3-Chlorophenyl)-4- [ 1 -(4-cyanobenzyl)-5-i mi\azolylmethyl]-5-[2- 
(methanesulfonyl)ethyl]-2-piperazinone; 

(S)- 1 -(3-Chlorophenyl)-4-[ 1 -(4-cyanobenzyI)-5-imidaz^ylmethy!]-5-[2- 
(ethanesulfonyl)ethyl]-2-piperazinone; 
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(R)-l-(>^Chlorophenyl)^-(l-(4~cy 
(ethanesurfonyl)methyl]-2-piperazinone; 

(S)- 1 -(3-Chl^phenylH-[l-(4-cyanote^ 
2-acetamido]-2^toiperazinone; 

(±)-5-(2-Butynyl> lV3-chlorophenyl)-4-[ 1 -(4-cyanobenzyl)-5- 
imidazolylmethyl]-2-mperazinone; 

l-(3-Chlorophenyl)-4-[lV4-cyan^ 

5(S)-Butyl-4-[ 1 -(4-cyanobeiWl-2-methyl)-5 -imidazolylmethyl]- 1 -(2,3- 
dime1liylphenyl)-piperazin-2-oii&p 

4-[ 1 -(2-(4-Cyanophenyl)-2-propw)-5-imida2blj(lmethyl]- l-(3-chlorophenyI)- 
5(S)-(2-methylsulfonylethyl)piperazin-2-one; 

5 (S)-n-Butyl-4-[ 1 -(4Jcyanobenzyl)-5\jmdazolylmeth^]- 1 -(2- 
Tnethylphenyl)pipaazin-2-oirer 



ajpipepas 



4- [ 1 -(4-Cyanobenzyl)-5- imidazolylmeth\l]-5(S)-(2-fluoroethyl)- 1 -(3- 
chlorophenyl)piperazin-2-one; 

4~[3-(4^Cyanobenzyl)pyridin-4-yl]- 1 -(3-chlo\ophenyl)-5(S)-(2- 
raethylsulfonylethyl)-piperazin-2-one; 

4-[5-(4-Cyanobenzyl)-l-imida2«]ylethyl]-l-(3-c\lorophenyl)piperaz^ 
2-one; 

2(S)-[2(S)-[2(R)-Amino-3-mercapto]propylamino-^(S)-methyl]- 
pentyloxy-3-phenylpropionyl-homoserine lactone, 

2 (S)-[2(S)-[2(R)-Amino-3-mercapto]propylaniino-3(s\-methy1]penty]oxy-3^ 
phenylpropionyl-homoserine, 



2 (SM2(S)-[2(R)-Amino-3-mercapto]pro 
methyl -3 -phenylpropionyl-homoserine lactone, 
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2(S)-Ws)-[2(R)-Amino-3-mercapto]propy 
methyPS-phenylpropionyl-homoserine, 

2(S)-[2(S)\2(R)-Amin^ 
pentenoyl-homoserine lactone, 

2(SH2(S)-[2(lgrAmm^ 
pentenoyl-homoserine, 

2(S)-[2(S)-[2(R)-Amino-3-mercapto]propylarnino-3(S)- 
methyl]pentyloxypentanoyl-homoserine lactone, 

2(S)-[2(S)-[2(R)-Amin^^mercapto]propylaniino-3(S)- 
methyl]penlyloxypentono)4^i0moseqiie, 

2(S)-[2(S)-[2(R)-Anunc|-3-^ pentyloxy- 
4-methylpentanoyl-honipserine lactone, 



2(S)-[2(S)-[2(R)-Amino- 
methylpentanoyl- 



-meTcapco]propylamino-3(S)-methyl]pentyloxy-4- 



2(S)-[2(SH2(R)-Amino-3-mercaptolpro^^ 
methylbutanoyl-homoserine lactone, 

2(SH2(SH2(R)-Amino-3-merc^ 
methylbutanoyl-homoserine, 

2(S)-[2(SH2(R)-Amino-3-mercapto]propy1am 
phenylbutanoyl-homoserine lactone, 

2(SH2(S)-[2(R)-Ammo-3-mer^ 
pentyloxy-3-phenylbutanoyl-homoserine, 

2(S)-[2(S)-[2(R)-Anuno-3-mercapto]pro^ 
methyl -3 -phenylpropionyl-homoserine lactone, 
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2(S)-[2(S)^(R)-Armno-3-mCTcapto]pro 
methyl-3-phehylpropionyl-homoserine, 

2(S)-[2(S)-[2(R>^ino-3-mercapto]propylainino-3(S)-methyl]pentylsulfonyl- 
2-methyl-3-phenylpropionyl-hornoserine lactone, 

2(S)-[2(S)-[2(R)-Anuno-3-rnercapto]propylamino-3(S)-methyl]- 
pentylsulfonyl-2-methyl-3-phenylpropionyl-homoserine, 

2(S)-[2(S)-[2(R)-Amino-3^niercapto]propy1aniino-3(S)-methyl]- 
pentyloxy-3-phenylprop^nyt=methionine methyl ester, 





2(S)-[2(S)-[2CR)-Amii(o-3-mereapto]propyTanMO-3(S)-methyl]pentyloxy-3- 
phenylpropi onyl-methrpnine, 




2(S)-[2(S)-[2(R)-Amino-3-meircapto]propylarnino-3(S^-methyl]pentyloxy-3- 
phenylpropionyl -methionine sulfonfi^nethyl ester, 

2(SM2(S)-[2(R)-Arni^ 

phenylpropionyl-methionine sulfone (Confound A), 

2(S)»[2(S)-[2(R)-Amino-3-mercapto]propyramino-3(S)-methy 
pentyloxy-3 -phenylpropionyl-methionine sulfone isopropyl ester, 

2-(SM2(SM2(R)-Am^ 

pentyloxy-3-naphth-2-yl-propionyt-methionine sulfone methyl ester, 
2-(S)-[2(SM2(R)-Ai^ 

pentyloxy-3 -naphth-2-yl-propionyI-methionine sulfone, 

2-(S> [2(S)- [2(R)- Anuno-3-mercap 
naphth-l-yl-propionyl-methionine sulfone methyl ester* 

2-(S)-[2(S)-[2(R)-Amino-3-mercapto]propylamino-3(S)\n 
naphth- 1 -yl-propionyl-methionine sulfone, 
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2^SM2(SR2(R)-Ainino-3-m^ 
rnethybutanoyi-methionine methyl ester. 

2-(S)-[2(S)-[2(I^Amino-3-m^ 
methybutanoyl-metfiionine, 

Disulphide of 2(S)-[2(S)-[2(R)- Amino-3-meicapto]propylamino- 
3(S)methyl]pentyloxy^3-phenylpropionyl-homoserine lactone, 

Disulphide of 2(S)«[2(S)-t2(R)-Amino-3-mei capto]propylamino-3(S)« 
inethyl]pentyloxy-3-phenylpropionyI"homosOTne, 

Disulphide of 2(S)-[2(S)-[2(I»-Amino-3-me]:capto]propylaiTiino- 
3(S)methyl]penty1oxy-3-m^ti^l^utanoyl-nie1hionine methyl ester 

1 - (4-Bipheny lmelhyl )- 5 -M- 

l-(4-Cyanobenzyl)-5-(4 , -phenylbenz^ido)eth^ 

l-(2 , -Trifluoromethyl^-bipi^n ylme^ 



l-(4-Biphenylethyl)-5-(4-cyaiiobenzyl)iniidazole 

l-(2 , -Bromo^-biphenylme1hyl)-5-(4-cyanobenzyl)imidazole 

l-(2-Methyl-4-biphenylmethyl)-5-(4-cyanobebzyl) imidazole 

1 K2 , -Trifluoromethoxy-4-biphenylmethyl)-5-(4-Wanoben2y imidazole 
1 -(4-(3 , ,5 , -dichloro)-biphenylmethyl)-5'(4-cyanobenzyl) imidazole 

l-(2 , -Methoxy-4-biphenylmethyl)-5-(4-cyanobenzyl\imidazole 

l-(2 , -Chloro-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 

l*(2-Chloro-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 

1 -(3-Chloro-4~biphenylmethyl)-5-(4-cyanobenzyl) imidazole 
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1 ,(4-(3^-Bis«trifluoromethyl)-biphenylmelhyl)-5-(4-cy imidazole 
l<2'-TrifluWomethyl-4-biphenylm^ 
l-(4-Biphenymiethyl)-5-(4-cyanophenyloxy) -imidazole 
5-(4-Cyanophen^oxy)-l-(2 f -methyl-4-bipheriylmethyl)-imidazole 

5-(4-Biphenyloxy)-l\(4-cyanobenzyl)-imida2:ole 
5-(2'-Methy1-4-biphenoky)- 1 -(4-cyanobenzyl )-imidazole 
5-(4-^5'-dichloro)biphe^lmethyI)-H 

1 -(4-biphenylmethyl)-5r(t^t ? S)-acetoxy- 1 -(4-cyanophenyl)methylimidazole 

\ \f l-(4-Biphenylmethylj)^ methylimidazole 

1 -^-BiphenylmethylWS -( 1 -(R.S^amino- l-(4^yanophenyl) methylimidazole 

1 -^-biphenylmethyO-S-O^R^S)-*^ 1 -(4-wanophenyl)-methylimidazole 

1 -(4-Cyanobenzyl)-5-( 1 -hydroxy- 1 -(4Mb ipheny l)-methyl imidazole 

l-(4-Cyanobenzyl)-5-(l-oxo-l -(4-bipheWl)-methyl imidazole 

1 -(4-Cyanobenzyl)-5-( 1 -hydroxy- 1 -(3-flu6ro-4-biphenyl)-methyl)- imidazole 

1 -(4-Cyanobenzyl)-5-( 1 -hydroxy- 1 -(3-biphSnyl)methyl-imidazole 

5-(2-[ 1 , 1 '-Biphenyljvinylene)- 1 -(4-cyanoben.zyl)imidazole 

1 -[N-( 1 -(4-cyanobenzyl)-5-imidazolylmethyl)amrpo]-3-methoxy-4- 
phenylbenzene 

l-(4-Biphenylmethyl)-5-(4-bromophenyloxy)-imida^ble 
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1 -(3'-MetKyl-4-biphenylmethyl)-5-(4-cyanob(nizyl) imidazole 
I -(4'-Methy\4-biphenylmetbyl)-5-(4-cyanob(5nzyl) imidazole 
1 -(3*-TrifluoTOT^thyl-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 
H^-TrifluoromeAvM-b^ imidazole 
l-(3 , -Chloro-4-bipheriylmethyl)-5-(4-cyanobenzyl) imidazole 
1 -(4'-Cbloro-4-biphenylrtiethyl)"5-(4-cyanobenzyl) imidazole 
l-(2'3 , -Dichloro-4-biphenylmethyl)»5-(4-cyanobenzyl) imidazole 
l-(2'4 ? -Dichloro-4-biphenylTrtethyl).5-(4-cy5mobenzyl) imidazole 
1 -(2 ' 5 ' -Dichloro-4-biphe^lmett imidazole 
l-(3 '-Trifluoromethoxy^\biphenyIiM imidazole 
1 »(2'-Fluoro^-biphenylmeth^-5z(4-V MO t ,e i^l) imidazole 




l-(4-(2 ? -Trifluorome1hylphenyl)-2-Chloi^)phenylmethyl)-5-(4-cyanobenzyl) 
imidazole 

1- { l-(4-(2 , -trifluoromethylphenyl)phenyl)etliyl}-5-(4-cyanobenzyl) 
imidazole 

1 -(2 , -Trifluoromethyl-4-biphenylpropyl)-5-(4-cyanobenzy 1) imidazole 

l-(2 , -N-t-Butoxycarbonylamino«4-biphenylmethyl)^5-(4-cyanobenzy1) 
imidazole 

1 -(2 1 - Aminomethyl-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 
I -(2'- Acetylaminomethyl-4-biphenylmethyl) -5-(4-cyanopenzyl) imidazole 
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l-(2 , -Metlwisulfonylaminoin thyl.4-biphenyimethyl)-5-(4*cyanoben2yl) 
imidazole \ 

l-(2'-Ethylairiinomethyl-4-bipheny imidazole 
H2'-Phenylam^^ imidazole 
1 -(2'-Glycinylamin6methyl^ imidazole 



-4-biphen^ 



1 -^'-MethyM-biphenMm^ imidazole 

l-(2 , -Methyl^-biphenylniettiyl)- 4-chloro 5-(4-cyanobenzyl) imidazole 

1 -(3 f -Chloro-2-methyl-4-b^ 

^ \ ^ 1 -(3 , -Chloro-2-methyl*4rt ^ph!^^ 

1 -(S'-Trifluoromethy 1-2-rf tethyl-^iphenylmet^ 
imidazole ^ 





1 -(3 f -Trifluoromethy^2^methy 1-4-bip 
cyanobenzyl)imidazple 

l-(3'-Methoxy-2-melhyM-biphenylmethyl)-5-(4-cyanobenzy])imidazol^ 

l-(2 f -Chloro-4 7 -fluoro^-biphenylmethy])^ 

l-(2 T -Ethyl^-biphenylmethyl)-5-(4-cyanobeiii^l)imidazole 

l-(2'-(2-Propyl)-4-biphenylmethyl)-5-^^ 

l-(2-(2-Melhyl-2-propyl)-4-biphenylmethyl)-5-(4\cyanobenzyl)imidazole 
]-(2'-EthyM-biphenylmethyl)-5-(4-(l^ 

1 -[ ] -(4-CyanobenzyI)imidazol-5-ylmethoxy]-4-(2 , -methylphenyl)-2-(3-N- 
phthalimido- 1 -propyl)benzene \ 
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1 -(3',5 '-DiGrifluoromethyl-2-methyl-4-biphenyhTiethyl)-5-(4- 
cyanobenzyl)miidazole 

l-(3\5'-Chloro-2-methyl-4-biphenylmethyI)-5-(4-cyanobenzyl)iTnidazole 
l-(3^5'-Dimethyl-2-methyM-biphenylmethy:l)-5-(4-cyanobenzyl)imidazo^ 

v 

\ 

1 -(3-(N-Boc-aminomethyl)^ 

l-(3-Aminomethyl-4-biphenylmethyl>^ 

l-(4-Cyanobenzyl)-2-methyl-5-(2'-meA^ 

5-(4-Cyanobenzyl)- 1 -(S-cyano^'-trifluoromothylbiphenyM-ylmethy])- 
imidazole 



2- Amino-5-(>iphenyl-4^ylmethyl)- 1 -(4-cyanc>benzyl)imidazole 
2- Amino- 1 -(bipbenyM^methyty 

l-(3-Butylbiphenyl-4*ylmcthyl)-S-(4-cyanoben2yI)-imida2Qle 



J*<4^yaiioben^)- 



l-(3-Propylbiphen^^ylmethyl)-5-(4- 
l-(4-Biphenylmethyl)-4«(4-cyMobenzyl-2-methylimidazole 
l-(4-(^anobenzyl)-5-[(3-fluoro-4-bipheny1)methyl]iinida2oIe 
l-(4-Cyanobenzy1)-5-[l-(4-biphenyl)-l-hydfo^ 
l-(4-Cyanobenzyl)-5-(4-biphenylmethyl)-2-nielhyliinidazole 
1 -(4-Cyanobenzyl)-5- [ 1 -(4-biphenyl)]ethyI-2 -methyl imidazole 



j 1 ~(4-Cyanobenzyl-5-[ 1 -(4-biphenyl)]vinylidene-2-methylimidazoIe and 

! \ 

l"(4-Cyanobenzyl)-5-[2-(4-biphenyl)]vinylene-2-methylimidazole 
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l-(4-[Pyria^2-yl]phenylmethyl)-5-(4-cyanobenzyl)irnidazole 
! _(4_[3-Methytpyrazin-2-y^ 

l-(4-(Pyriniidiny\5-yl)phenylmethyl)-5-(4-cyanobenzyl)irnidazole 

l-(2-Phenylpyrid-5Xlmethyl)-5-(4-cyanobeazyl)imidazole 

l-(2-Phenyl-N-Oxopynd-5-ylmethyl)-5-(4-cyanobenzyl)imidazole 

l-(3-Phenylpyrid-6-ylmethyl)-5-(4-cyanobenzyl)iinidazole 

l-(3-Phenyl-N-Oxopyrid-o\^ethyl)-5-(4-cyanobenzyl)^ 

1 -(2-(3 -Trifluoromethoxyphenyl)-pyrid-5-ylraethyl)-5-(4- 
cyanobenzyl)irnidazole — 



l.(2.(2-Trifluoromethylphenyi)-pyrid-5-ylm<jthyl)-5-(4- 
cyanobenzyl)imidazole 




l-(3-Phenyl-2-ChJor9pyrid-6-ylin^i^-5-(4-cyanobeiizyl)imidazole 
l-(3-PhenyW-chloropyrid-6-ylmethyl)-5^4-cyanobeii2yl)imidazole 
l-(2-Amino-3-phenylpyrid-6-ylmethyl)-5-(4-cyanobenzyl)imidazole 
1 -(2-[Pyrid-2-y1 ]pyri d-5 -ylmethyl)-5-(4-cyaT(oben2yl)imidazoIe 

N- { 1 -(4-Cyanobenzyl)- 1 H-imidazol-5-yl)methyl } -5-(pyrid-2-yl)-2-amino- 
pyrimidine \ 
A r ,iS^fcij(4-Imidazolemethyl)ainino-3-[(3-carboxyphenyl)oxy]benzene 

N,N-bis(4~ Imidazolemethyl)amino-4-[(3-carboxyphenyl)oxy]benzen.e 

A r ,^-fcw(4-Imidazolemethyl)arnino-3-[(3-carbometho^ 

JV,Af-6w(4-Imidazolemethyl)arnino^^ 

\ 
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AH4-Imidakolemethyl)-JV^ 
carboxyptienyl)oxy]benzene 

AK4-Inuda2o4meth^^ 
carbomethoxyplienyl)oxy]benzene 

AH4-Inridazolemethyl)^ 

N-(4-Imidazolemetbyl)-A r -(4-nitrobenzyl)ami 

A^(4-Imidazolemethyl)W(4-nitrobenzyl)amino-4-(pheny 

A^Butyl-A r -[l-(4-cyanobe^2yl)-5-imidazolemethyl]amino-4-^ 



benzy 



N-[ 1 -(4-Cyanobenzyl)-5-irmdazolemethyl]aniino-4-(phenoxy)beiizene 

A^4-Imidazolemetiiyl)ai^^ 

l-[N-( 1 -(4-cyanobenzyl)^-imid^olylmeth^ 
(phenoxy)benzene \ 



(d=)-4- [(4-imidazolylTTiethyl)arnino]pentyl- 1 -(phei^oxy)benzene 




1 -[(N-( 1 -(4-cyanobenzyl)-5-imidazolyl^eth^ 
(phenoxy)benzene 

4-[N-( 1 -(4-cyanobenzyl)-5-irnidazolylmetiiyl)-N-(n-butyl)amino]- 1 - 
(phenylthio)benzene ^ 

(±)-4-[N-( 1 -(4-cyanobenzyl)^-imidazolylmethyl)«N-(n-butyl)ainino]- 1 - 
(phenylsulfinyl)benzene \ 

3-|^-(4-imidazolylmethyl)-N^n-bu^ 
and 

\ 

1 -[N-( 1 «(4-cyanobenzyl)-5-imidazolylmethy])aminp]-3-methoxy-4- 
phenylbenzene 



\ 
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4. {3-[4-(-2-Oxo-2-H-pyridin- 1 -yl)benzyl)-3 »H-imidazol-4- 
ylmethyljbenzonitrile 

4- {3^4-3-Methyl-2-oxo-2-H-pyridin-l -yl)benzyl]-3-H-imidazol-4- 
ylmethyl]benzonitrile 

4- { 3- [4-(-2-Oxo-pip\ridin- 1 -yl)benzyl]-3 -H-imidazol-4-ylmethyl ]benzonitiile 

4- {3-[3-Methyl-4-(2-oX^piperidin- 1 -yl)-ben.zyl]-3-H-imidizol-4-ylmethyl } - 
benzonitrile 

(4_ {3~[4-(2-Oxo-pyrrolidinV 1 -yl)-benzyl]-3H-imidizol-4-yiTnethyl}-benzonitrile 

4- { 3 - [4- (3 -Methyl-2-oxo-2-Htpyrazm- 1 -yl)-benzyl-3 -H~imidizol-4-ylmetby1 } - 
benzonitrile 




4- {3-[2-Methoxy-4-(2-ox^-2 
ylmethy 1 } -benzonitrile 

4-{l-[4-(5-Chlora 
benzonitrile 

4-[l-(2-OxO"2H-[l,2 , ]bipyridinyl-5 , -yli 
benzonitrile 



3-H-imidizol-4- 



•pyrroI-2-ylmethyl} - 



- 1 H -pyrrol -2 -ylmethy 1]- 



4-[ 1 -(S-Chloro-2-oxo-2H-[ 1 ,2']bipyridinyU£ '-ylmethyl)- 1 H-pyrrol~2-ylmethyl> 
benzonitrile 



4-[3-(2-Oxo-J -phenyl- 1,2-dihydropyridin^^^ 
ylmethyl ]benzonitri le 

4- {3-[ 1 -(3-Chloro-phenyl)-2-oxo- 1 ,2-dihydropyr\din"4-ylmethyl]-3H-imidazoI- 
4-y lmethyl } benzon i tri le 



or a pharmaceutical^ acceptable salt, disulfide or optical isomer thereof. 
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45. (New)\The method according to Claim 40 wherein the prenyl -protein 
transferase inhibitor is selected from: 

2(S)-[2(S)-[2(K)-Arnino-3-mercapt»]-propylaniino- 
3(S)-methyl]-pentyloxy-3-phenylpropionyl-methionine sulfone 
isopropyl ester (Compound A) 



H 2 N' 




CH g 




l-(3-Chlorophenyl>441-(^cya\ober^ 



(R)-l.(3-Chloropheny])-4-[ 
(ethanesul fonyl)methyl]z2=j 



-(4^y^obenxyl)-5-iraidazolylmcthyl]-5-[2 



4- [ 1 -(5-Chloro-2-oxo-2H- [ 1 ,2']bipyridii 
benzonitrile and 



iethyl)- 1 H-pyrrol-2-ylmethy 1]- 



1 "[N-( 1 -(4-cyanoberizyl)-5-imidazolylmeth^l)-N-(4-cyan 
(phenoxy)benzene 



or a pharmaceutical^ acceptable salt, disulfide or optica] isomer thereof. 

46. (New) The method according to Claim 40 wherein the antineoplastic agent 

is paclitaxel and the prenyl-protein transferase inhibitor is 

2(S)*[2(S)-[2(R)-Anuno-3-mercapto]-propylamino\ 

3 (S)-methyl]-pentyloxy-3 -phenylpropiony 1-rnethionine sul fone 

isopropyl ester (Compound A) \ 

\ 
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47. (New) A pharmaceutical composition comprising an amount of a prenyl- 
protein transferase inhibitor/and aXfmount 0 f A antineoplastic agent which is 
a nncrotubule-sta^ilizmg^g€nt^eC9mpositionj which is effective for treating 
cancer in a mammal in need thereofT 

48. (New) A method of preparing a pliarmaceutical composition which 
comprises mixing an amount of a prenyl-protein transferase inhibitor and an 
amount of an antineoplastic agent which is a micYvOtubule-stabilizing agent. 
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REMARKS 

By this amendment, applicants have cancelled claims 1-3, 9-11, 27, 3 1 and 3-39 
without prejudice and added claims 40-48. Applicants maintain that new claims 
40-48 are well supported by the specifications as originally filed Accordingly, 
applicants respectfully request the entry of this amendment. 

Applicants believe that all the new claims 40-48 have obviated all grounds of 
objections/rejections raised in the April 26, 2002 Final Office Action. 

Applicants maintain that the prenyl-protein transferase inhibitor and an 
antineoplastic agent which is a microtubule -stabilizing agent are fully enabled 
since both the inhibitor and the agents are described in the specifications. More 
importantly, the assays for the activity of either the inhibitor or either the agents 
have been fully described in the specifications. Accordingly, an ordinary skilled 
artisan had been enabled to make a claimed inhibitor/agent. 

Applicants believe that the newly presented claims are in conditions for 
allowance and respectfully urge the examiner to reconsider and withdraw all 
objections/rejections raised in the April 26, 2002 Final Office Action. 

Associate Power of Attorney, New Attorney Docket Number and 
Correspondence Address 

Applicants attach hereto as Exhibit A, an Associate Power of Attorney. 
Applicant, respectfully request that the attorney docket be changed to 696-US 
and request that all future correspondence be sent to the below address: 

Albert Wai-Kit Chan 

Law Offices of Albert Wai-Kit Chan, LCC 
World Plaza, Suite 604 
141-07 20 th Avenue 
Whitestone, NY 11375 
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If a telephone interview would be of assistance in advancing prosecution of the 
subject application, Applicants undersigned attorney invites the Examiner to 
telephone him at the number provided below. 

No fee is deemed necessary in connection with the filing of this Amendment. 
However, if any additional fee is required, authorization is hereby given to 
charge the amount of any such fee to Deposit Account No. 50-1891. 



Respectfully submitted, 

Albert Wai-Kit Chan 
Registration No. 36,479 
Attorney for Applicants 
Law Offices of Albert Wai-Kit 
Chan, LLC 

World Plaza, Suite 604 
141-07 20 th Avenue 
Whitestone, New York 1 1357 
Tel: (718)357-8836 
Fax: (718)357-8615 
e-mail: kitchanlaw@aol.corn 
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